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Abstract

IMPORTANCE People with serious mental iliness (SMI), defined as a diagnosis of schizophrenia
spectrum disorder, bipolar disorder, or disabling major depressive disorder) die approximately 10 to
25 years earlier than the general population.

OBJECTIVE To develop the first-ever lived experience-led research agenda to address early
mortality in people with SMI.

EVIDENCE REVIEW A virtual 2-day roundtable comprising 40 individuals convened on May 24 and
May 26, 2022, and used a virtual Delphi method to arrive at expert group consensus. Participants
responded to 6 rounds of virtual Delphi discussion via email that prioritized research topics and
agreement on recommendations. The roundtable was composed of individuals with lived experience
of mental health and/or substance misuse, peer support specialists, recovery coaches, parents and
caregivers of people with SMI, researchers and clinician-scientists with and without lived experience,
policy makers, and patient-led organizations. Twenty-two of 28 (78.6%) of the authors who provided
data represented people with lived experiences. Roundtable members were selected by reviewing
the peer-reviewed and gray literature on early mortality and SMI, direct email, and snowball
sampling.

FINDINGS The following recommendations are presented in order of priority as identified by the
roundtable participants: (1) improve the empirical understanding of the direct and indirect social and
biological contributions of trauma on morbidity and early mortality; (2) advance the role of family,
extended families, and informal supporters; (3) recognize the importance of co-occurring disorders
and early mortality; (4) redefine clinical education to reduce stigma and support clinicians through
technological advancements to improve diagnostic accuracy; (5) examine outcomes meaningful to
people with an SMI diagnosis, such as loneliness and sense of belonging, and stigma and their
complex relationship with early mortality; (6) advance the science of pharmaceuticals, drug
discovery, and choice in medication use; (7) use precision medicine to inform treatment; and (8)
redefine the terms system literacy and health literacy.

CONCLUSIONS AND RELEVANCE The recommendations of this roundtable are a starting point for
changing practice and highlighting lived experience-led research priorities as an option to move the
field forward.
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Introduction

People with serious mental illness (SMI), such as schizophrenia spectrum disorder, bipolar disorder,
or major depressive disorder, die 10 to 25 years earlier than the general population, irrespective of
geography, race and ethnicity, health care systems, or financing." Poor diet, smoking, and physical
inactivity are the prominent contributors to preventable early mortality in this population in the US.*
Over the past 3 decades, health promotion and self-management interventions and national
initiatives (eg, Substance Abuse and Mental Health Services Administration 10 x 10 campaign)” have
promoted health behavior change to address modifiable risk factors in people with SMI.®
Additionally, research agendas to address this health inequity, including a group gathered by the
World Health Organization (WHO) and another, titled the Blueprint to Address Early Mortality, have
been developed.” Despite these efforts, the mortality gap between those with SMI and the general
population is increasing.?>® It is critical to consider alternative approaches to prevention and
treatment.

Community engagement with people with SMI can inform research to make it relevant to target
populations, potentially producing greater uptake and better clinical outcomes.® A new paradigm
led by individuals with lived experience may reveal innovative avenues to address this health
disparity. This report presents a lived experience-led research agenda to address early death in
people with SMI.

Methods

We participated in and are members of the Early Mortality in People with SMI Roundtable, which
convened virtually on May 24 and 26, 2022. The roundtable is a collaborative committed to
addressing the early mortality health disparity in people with SMI through patient-centered research
(Table). Twenty-two of 28 of the participants (78.6%) represented people with lived experiences.

Table. Demographic Information of Roundtable Members

Sociodemographic characteristic? No. (%) (N = 28)
Gender
Male 8(28.6)
Female 20(71.4)
Race
African American 4(14.3)
American Indian or Alaska Native 1(3.6)
Asian 1(3.6)
Hispanic/Latino 2(7.1)
White 20(71.4)
Background (nonmutually exclusive)
Person with a lived experience 22 (78.6)
Caregiver of a person with SMI 7 (25.0)
Policy maker 3(10.7)
Certified peer support specialists 6(21.4)
Payer system 1(3.6)
Clinician 10(35.7)
Basic scientist 2(7.1)
Implementation scientist 6(21.4)
Intervention scientist 9(32.1)
Justice involved 1(3.6)
Advocafte Lk Abbreviation: SMI, serious mental illness.
Executive leader 20 2 Data not reported from 12 roundtable members.
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Roundtable members were selected by reviewing the peer-reviewed and gray literature on early
mortality and SMI. Two of us (K.L.F. and R.W.) conducted a Google Scholar search using variations of
search terms: early mortality and SMI and death, premature death, schizophrenia, bipolar and then
emailed authors identified through this search. Those identified members recommended additional
members using a snowball sampling framework.'® Patient partners were identified through direct
email to partners of the Collaborative Design for Recovery and Health, an international group of
patients and scientists. The collaborative uses community-based participatory research with people
with SMI to coproduce solutions to address community-identified needs. For example, this group
developed the PeerTECH app designed to support the delivery of evidence-based practices by peer
support specialists.”

Session 1began with a welcome and introductions, followed by a discussion on the scientific
understanding of early mortality documented in the peer-reviewed literature. Next, one of us (D.J.)
presented a story with a gap'? to elicit gaps in the research. The story with a gap technique includes 2
contrasting pictures of before and after situations. Another one of us (R.W.) implemented “go wild"
prompts (ie, "wouldn't it be good if...?") and reverse brainstorming to generate ideas about the
causes of early mortality. Immediately following the first day, 3 of us (K.L.F., S.L., and P.G.) drafted a
research agenda based on the gaps identified during the first day of the virtual convening. All authors
were emailed a shared document of the draft research agenda 24 hours before the next session and
were encouraged to review the materials. Session 2 began with a review of the draft research agenda
in a shared document. One of us (R.W.) used multivoting, ranking, and problem-solving methods to
help members refine language and ideas.

After the convening, all members received a web link to a shared document. Next, the
roundtable used a virtual Delphi method—an empirically supported process used to arrive at expert
group consensus'—to reach consensus (Figure). Participants responded to 6 rounds of virtual
Delphi via email that prioritized research topics and agreement on recommendations. Participants
were asked to rank items via the anonymous survey to allow for nuance in opinion and avoid the
pitfalls of making binary choices. After each round, all responses were aggregated by one of us
(K.L.F.) and shared with the group via email, and an anonymous survey link was sent until a 100%
consensus of the authors was achieved.

Figure. Schematic Overview of Consensus and Virtual Delphi Process
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Results

The following recommendations are presented in order of priority as identified by virtual
convening members.

Improve the Empirical Understanding of the Direct and Indirect Social and Biological
Contributions of Trauma on Morbidity and Early Mortality

Background

Compared with the general population, people with SMI experience a substantially higher incidence
and prevalence rates of trauma—between 51% and 98% of people in the public mental health system
have experienced trauma at some point.™ Trauma is defined as a psychological or emotional
response to a disturbing or distressing experience' (eg, singular traumas, such as interpersonal
violence, intergenerational trauma, and iatrogenic trauma, and ongoing traumas, such as food
insecurity, racism, and discrimination). According to a longitudinal study of 4462 male veterans, the
experience of trauma, in particular posttraumatic stress disorder, contributes to poor physical,
emotional, and mental health and early mortality.'®2' For example, people may develop harmful
coping mechanisms, such as unhealthy eating, substance abuse, or self-harm. Biologically, the
experience of trauma can also create inflammation in the body, which can lead to the development
and exacerbation of conditions such as pulmonary and metabolic diseases.??

Current recommendations, including those put forth by a group gathered by the WHO,%2 did not
discuss trauma as a factor in early mortality. The Blueprint to Address Early Mortality?* discussed the
role of child abuse as a social determinant of health, which is an important type of traumatic event
that may impact individuals throughout their lifespan.

Recommendations

We make the following recommendations. Existing or new interventions designed to increase the
lifespan of people with SMI (ie, self-management and health promotion) currently do not address the
role of trauma in early mortality.® Furthermore, research agendas, including those put forth by the
WHO? and Lancet,?* only recognized child abuse as a social determinant of health. Interventions
need to recognize the role of trauma and its impact on the lifespan and potential impact on health
behaviors. A strategic approach may be using community-engaged research to adapt interventions
with widespread uptake, such as peer support,2° to include intervention components that focus on
addressing trauma (eg, emotional CPR). Methodologically rigorous studies can then integrate
complexity science to use multimodal treatment to explore the role of trauma and its effect on early
mortality and potential impact on health behaviors. Complexity science is physical, biological, and
social systems research to understand complex systems.?”

Advance the Role of Family, Extended Families, and Informal Supporters
Background
We adopted a culturally informed definition of family, which includes immediate family, extended
families (eg, grandparents, aunts, and uncles), chosen families (ie, people who have intentionally
chosen to support each other regardless of blood or marriage), and informal supporters (eg,
neighbors, school, and church). Family members and informal supporters provide unpaid care.?®
Current recommendations from the WHO recognize family interventions as an evidence-based
practice to support individualized treatment or assist with interventions that focus on self-
management or recovery.?> Delivering family psychoeducation to caregivers and patients with
schizophrenia spectrum disorders has shown improvements in caregivers' functioning and burden
and patient outcomes.?” While important, to our knowledge, the impact of interventions that include
family broadly defined on early mortality has not been explored scientifically. Future scientific
exploration could examine the best practices to support engagement and collaboration using
technology to promote the reach of these interventions.
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Recommendations

We make the following recommendations. First, when possible, include family, extended family, and
informal supporters in existing interventions to support their loved one in the community between
intervention sessions. Such involvement may affect outcomes, such as early psychosis and relapse
and rehospitalization rates, and it could improve social functioning and employment rates and
increase hope and empowerment. For example, family psychoeducation (ie, an evidence-based
approach designed to help families and informal supporters of people with SMI better understand
mental health challenges) has been associated with great reductions in relapse and rehospitalization
rates, higher employment rates, greater social functioning, and higher levels of hope and
empowerment among people with an SMI diagnosis.?® Subpopulation analyses should explore race
and ethnicity, age, and gender. Second, consider the bidirectional impact of caregiving on the care
partner. Examining family interventions, such as family member respite, family consultation, system
navigation, family member training, and family psychoeducation—and their role in optimizing
outcomes associated with early mortality—can support the advancement of this unpaid workforce.

Recognize the Importance of Co-occurring Disorders and Early Mortality

Background

Individuals with co-occurring disorders commonly have at least 1 mental disorder as well as a
substance abuse disorder.2° In 2020, for adults aged 18 years or older, people with an SMI diagnosis
had the following prevalence rates of substance use disorders: 39.2% for marijuana, 47.8% for illicit
drugs, 11.6% for opioids, 30.9% for binge alcohol use, and 37.4% for tobacco or vaped nicotine.?®
Individuals with co-occurring disorders are at an increased risk of premature drug death, suicide, and
violent victimization.?® Despite the high comorbidity of substance use and mental health challenges
in the general population,3° the mental health and substance abuse treatment systems remain
mostly separate and create barriers to treatment for people with SMI. Many people with an SMI
diagnosis have difficulty navigating both the mental health and substance abuse systems.'

Recommendations
We make the following recommendations. First, research on integrated treatment and comparison
with sequential and parallel models of care is needed. The Blueprint to Address Early Mortality
recommends the following: integrated interventions as the highest standard and a clear referral
policy between mental health and substance use treatment services in sequential or parallel
treatments.2* In contrast, a systematic review of the literature on a general (non-SMI) population®*
has reported preliminary evidence of this treatment system; however, a superiority or an inferiority
trial has never been conducted with a fully powered sample. Research in this area could compare an
integrated co-occurring disorders system with sequential or parallel treatment programs.

Second, a research area to consider is smoking cessation postintervention withdrawal in
settings other than studies. Although most smokers with SMI want to quit®? and cessation is most
likely when both pharmacologic and psychosocial treatment are used,3* cessation rates are low, and

t,33 suggesting room for improvement in

most smokers with SMI relapse months after treatmen
cessation treatments. An initial step may be the integration of qualitative research guided by
implementation science to explore barriers and facilitators to cessation postintervention outside of

study settings.

Redefine Clinical Education to Reduce Stigma and Support Clinicians Through
Technological Advancements to Improve Diagnostic Accuracy

Background

Historically, people with an SMI diagnosis have received inadequate physical health care.* Despite
having twice as many health care encounters as the general population, individuals with SMI receive
fewer screenings, prescriptions, diagnoses, and surgical procedures.>* In response, health homes
were developed to coordinate physical health care by integrating primary health care within
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community-based behavioral health care. Health homes have resulted in increased preventive
screening; however, patients’ cardiometabolic outcomes associated with early mortality rarely
improved.2° Current recommendations indicate a need for increased screening for medical
conditions alongside integrated care initiatives, including appropriate, timely interventions, care
coordination, and collaboration with social welfare involvement.?® Existing recommendations also
specify the need to develop local, national, and global health policy around SMI; provide equitable
access to universal health care; improve the use of medical investigation and treatment; and prevent
diagnostic overshadowing (ie, physical conditions inaccurately characterized as being the result of a
mental condition).>*

Recommendations

We make the following recommendations. First, social workers, nurses, home health aides,
psychologists, primary care practitioners, and psychiatrists need exposure to people with SMl in
residency via coursework in formal education or through continuing education and internships. This
exposure can include (1) instruction on physical health, mental health, and social health complexity;
(2) therapeutic techniques to support the integration of the patient’s voice into clinical encounters
(eg, active listening); and (3) education on the history of the mental health system in the US from
asylums to nontrauma-informed care and deinstitutionalization and how this experience may affect
clinical encounters. Second, technology can be incorporated into clinical care to support clinicians in
universal screening and the accuracy of diagnosis and treatment. For example, audio recordings of
medical appointments between people diagnosed with an SMI and clinical practitioners can
incorporate natural-language processing to record conversations longitudinally. Audio data can then
be coded for self-reported symptoms and verified with medical records to study diagnostic accuracy.

Examine Outcomes Meaningful to People With an SMI Diagnosis, Such as Loneliness
and Sense of Belonging, and Stigma and Their Complex Relationship

With Early Mortality

Background

The prevailing understanding of the cause of early mortality in people with SMI has been defined as
poor health behaviors (eg, diet, smoking, and exercise); however, limited knowledge exists on the
association between poor health behaviors and early mortality in people with SMI. McGinnis and
Foege® reported the causes of death in the US were predominately due to poor health behaviors.
This study was conducted with the general population and excluded people with SMI, yet these
findings have been generalized to people with SMI. Furthermore, health behaviors in comparison
with social determinants of health or patient-identified risk factors for early mortality may have a
direct or mechanistic effect on early mortality and/or engagement in health behaviors.

Current recommendations from the WHO and the Blueprint to Address Early Mortality cite
traditional social determinants of health, such as poverty, poor education, unemployment,
homelessness, and childhood abuse as having an impact on mortality.>>?* The WHO recommends
stigma-reduction programs for people with SMI. The Blueprint to Address Early Mortality
recommends that stigma within health care and among practitioners be addressed and that
neuromotor adverse drug reactions, which carry stigma, be dealt with by research into psychotropic
interventions.?*

Recommendations

We make the following recommendations. First, we recommend the development of a lived
experience-powered research networl® (ie, coproduced database that is governed by people with
SMI and supports data collection directly from persons with an SMI). This research network can
support examining outcomes meaningful to people with SMI in combination with biological,
psychological (health behaviors), and social (loneliness) variables throughout the lifespan. This
database can determine a longevity phenotype to guide intervention and drug development and an
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SMI exposome to allow for the examination of the relationships between the person, their
environment, and health disparities. The database infrastructure can be designed to conduct
population health research to accelerate the pace of science.

Advance the Science of Pharmaceuticals, Drug Discovery, and Choice

in Medication Use

Background

Appropriate administration of antipsychotic medications through continuous medication treatment
and proper dosing reduces excess mortality in persons with SMI.3”3® For example, the Clinical
Antipsychotic Trials of Intervention Effectiveness Study, a nationwide public health-focused clinical
trial, outlines a prescription protocol for people with schizophrenia at greater baseline risk for
cardiometabolic events.3® However, despite this advancement, the leading cause of death among
people with an SMI diagnosis is cardiovascular disease, which is associated with a higher relative risk
of dyslipidemia, smoking, diabetes, and obesity.*°

Recommendations

We make the following recommendations. First, decision aids or decision support could be integrated
with decision-making to support informed patient decision-making regarding medication use.*' The
Antipsychotic Medication Decision Aid*'**? is an example of a decision-aid intervention used during
psychiatric visits. Development and implementation of additional decision-support tools for other
drugs with adverse effects (eg, lithium) may expand our empirical understanding of the role of these
aids in early mortality. Second, successful drug discovery may require exploring stem cell research,
novel protein-drug conjugate modeling and assays, and advancement toward precision
medicine.***® One compelling proof of concept that links pertinent physiologic models of human
disease to drug development endeavors is to advance the testing of experimental therapeutics using
patient-specific induced pluripotent stem cell models.*” This strategy, an advancement toward
precision medicine,*” has the potential to close the loop of discovery that is propelled by human
illness biologic factors at every step of the process. In the future, such innovations hold considerable
potential as a contribution to developing clinically effective drugs that address the issue of early
death in people with an SMI diagnosis.

Use Precision Medicine to Inform Treatment

Background

We note the prevailing definition of SMI that groups people with heterogeneous diagnoses, which
include clinical and biological variability,?*“® as a homogeneous population. While transdiagnostic
approaches aim to produce scalable strategies,” this type of categorization likely explains the
observed heterogeneity of effect sizes for the same treatment between different people with SMI
who have the same diagnosis.*®*° Analytic approaches based on big data, combined with recent
scientific discoveries on the dynamic relationships between biopsychosocial, medical, and
environmental determinants of SMI, afford the opportunity of personally tailored programs through
precision medicine. Broadly defined, precision medicine is treatment that is tailored to each patient.
Novel tools based on an individual's biopsychosocial signature can enhance treatment decisions to
produce the best possible outcome.

Scientific studies commonly group people with an SMI diagnosis as a homogeneous group;
rather, the overlap in polygenic risk between bipolar disorder and schizophrenia for some patients,
bipolar and major depressive disorder for others, and bipolar disorder and attention-deficit
hyperactivity disorder for others may have implications for mental health treatment outcomes.?* As
such, empirically exploring outcomes by SMI type in fully powered samples may elucidate nuances
to individual differences and best modifiable treatment practices for improved outcomes.?*
Researchers call for transdiagnostic approaches to better account for individual-level differences (eg,
gender, cultural, and racial and ethnic identity) to lead to tailored and scalable strategies. To date, it
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is not known whether individually tailored approaches in comparison with transdiagnostic
approaches lead to better outcomes and/or scalable strategies.

Recommendations

We make the following recommendations. First, people with SMI represent a heterogeneous group
and the exploration of the Sequential, Multiple Assignment Randomized Trial (SMART)>C research
method is warranted. The SMART design is a useful technique for building stepped-care models and
just-in-time adaptive interventions.>® SMART trials allow for rerandomization based on an
individual's response. The SMART research method can allow for the field to progress more rapidly
and perhaps reduce the time for effective interventions to be implemented. Second, use all data
sources to inform personalized treatment options. Because of the nature of SMI, patients often have
frequent encounters with the health care system that produce vast amounts of data. Accurate use
of these data through predictive analytics is paramount to identifying beneficial treatment options
before the trial of any interventions.

Redefine the Terms System Literacy and Health Literacy

Background

Health literacy is the degree to which an individual has the capacity to find, understand, and use
health-related information to inform health-related decisions and behaviors.®' Being health literate
also includes being able to place the health of one’s family and community into context,
understanding the factors that influence health, and being equipped to address them. Up to 66% of
people with SMI have suboptimal health literacy, compared with 26% of those in the general
population.®' Low health literacy among people with an SMI diagnosis can affect engagement in
interventions and increase the risk for hospitalization and other adverse health outcomes.>">2 The
potential low level of health literacy in people with SMI, as well as their increased risk of preventable
chronic diseases associated with early mortality, call for advancing the health literacy of this group.>2
The WHO recommends focusing interventions on lower socioeconomic groups with lower health
literacy.?®

Recommendations

We make the following recommendations. Universal design should be incorporated into paper-based
or technology-based interventions, peer-delivered or clinician-delivered interventions, and
dissemination strategies. Universal design is “the design of products and environments to be usable
by all people, to the greatest extent possible, without the need for adaptation or specialized
design.">* Universal design is incorporated to support the readability and learnability of health-
related information. It is accessible to people with varying literacy levels and impairments in vision
and hearing, including people with SMI.>* This framework can improve usability and learnability (eg.
by reducing memory and cognitive loads).

Discussion

This lived experience-led research is a starting point to support interested parties in advancing the
science of early mortality in people with SMI. The identified recommendations are a departure from
what is known, and may offer a potentially viable path to extending the life span of people with SMI.

Limitations

While we tried to account for various early mortality causes, not all causes of mortality were
considered (eg, suicidality) as the roundtable was a 2-day event with select people with varying
perspectives. However, this convening is an important step in including people with a lived
experience in the conversation.
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Conclusions

The recommendations presented herein offer a starting point for changing practice and highlighting
lived experience-led research priorities as an option to move the field forward. If we recognize the
value of disrupting our current research and make changes in how we design and conduct research,
select interventionists, and structure our health care systems, medical education systems, and
dissemination, we may impact the early mortality health disparity for persons with SMI.
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